We previously found that herpes simplex type 1 virus (HSV1), when present in brain of carriers of the apolipoprotein E type 4 allele is a strong risk factor for Alzheimer's disease. 
INTRODUCTION
Vascular dementia (VaD) is one of the two most common cause of dementia after Alzheimer's disease (AD) (Nyenhuis and Gorelick, 1998; Arvanitakis and Hachinski, 1999) . It is thought to be caused by brain injury arising from hypertension or cerebrovascular disorder, and is linked with cardiovascular disease in that the two types of disorder share at least some risk factors. Infectious agents have been implicated for many years in the aetiology of coronary heart disease (CHD) (Danesh et al., 1997; Ellis, 1997; Mattila et al., 1998; Kol and Libby, 1998) particularly because of the association of inflammation-a consequence of infection-with atherosclerosis. The putative infectious factors are presumed to act in conjunction with the classic vascular risk factors: age, serum lipoproteins, family history, diabetes, and smoking. Among infectious agents, herpes viruses-in particular cytomegalovirus (CMV)-and the bacteria, Chlamydia pneumoniae and Helicobacter pylori, have been implicated.
Early work showed that in animals, experimental infection with herpesviruses caused arterial disease which resembled atherosclerosis. Later studies searched relevant atherosclerotic tissues for the presence of these and other agents-recently by polymerase chain reaction (PCR)-or sought serological evidence. In some studies such evidence was obtained and the possibility of the agent's involvement in the disease was then proposed, although it was generally acknowledged that the agent's presence might be a consequence and not necessarily a cause of the disease. In contrast, others have shown no association-in particular, two very recent large-scale studies investigating C. pneumoniae (Wald et al., 2000; Danesh et al., 2000) . Other recent research (Zhu et al., 2000 (Zhu et al., , 2001 suggests an explanation for previous discrepancies: first, a cross-sectional study indicated that in-
